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^-vl 1/E 



itmm 1 1 

4 J 'L4£#7^50-200nm-?&& 'J ^y-A^*, 

£ t «• «f« k i- £ X StSifljlPI o 
[f*#* 2 ] 

«riB»#jj»s«j35*. < t *> *a§M*r ^ y^mmmis x v/ 1 tz t± * p - h sut?* & £ 

Bute *' y - A Utt A S HlffE 3 y K^fb^^\ 3 * K*-ft^»0 5 - 2 5 % 
[»3&B4] 

*jt-c** - 1 i - 3 ov^-r^^tcfemox^f^ffliif^jo 

[ffi jftg 5 ] 

-A'imtsii ^if#mfc-r^i»*ai~4 miKoxm^ffiiiim 

6 ] 

7 ] 

■c* * jn x. t - mi tsm * m m l , s e> ic s ti tz v *° v - a * o. i ~o. 4 ^ o 

Rfi9»:|s|-Ilt^t$*i4 'J tfy-A&feSSi-f £#8fcfc-r&, it*« i-7<7)^ 
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[0 0 0 1 ] 

- a * tr x mti&tmmim k m-t&o 

[0 0 0 2] 

xb * &m ? %> - 1 ^^t>Kx^z, 0 

[0 0 0 3 ] 

fc/h&fcjflJftfcttJKJ: <itf^-r^t3i±SSOlS^ib^^J9, PET (IfcS^ifcltBrW 
[0 0 0 4 ] 

098/46275. fflW 095/31181, |h] WO 94/1 9025. |bJ WO 96/284 14. RW096 
/00089. *S#fi I 4873075-t, |WI 4567034^- & f Ktt, i^TKtta •> Mt^£#®i£tt#J^ 

[0 0 0 5] 

£*LTv*& 0 ^tx.tfBI^&raWO88/09165. |h] WO 89/00988. |W| WO 90/07491. #H¥ 
07-316079. # H2003-5596 t?f±. 4 * fzit&J * > ttOiif^J £^Tf & 'J 

JBte ] ) #v - & Z & iz i>frfrt> m&Mmizis^xv *'y-Ai^ii 

1"* 'J yJ&K<7)?f^J^ Lt, !ffl^nn*^A, v * n n ^ * y ? n 

[0 0 0 6] 

tvmm^mffi t mm l tzmn^mm t <oms.i^mim c x *• y - a 1*1^0^ c$t a 
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[0 0 0 7 ] 

#112003-119120 (#^12) "Ctt, 'J #y-A ^ttt^M^> &JifW83iJ£, 
[0 0 0 8] 

fcA, 0fJWO«l*3& f l#'b*t4v»it tM?ntv>§ (Cancer Res., 43, 5328(1983)) 

[#I^m 1 ] #I3¥7-316079^<&^ 
I#IWI2] # 182003-1 

[f&a^^M^Lct 9 

[0 0 0 9] 

4<«Ev»fis<eH^ , j'Ky-Arttc*jett3^ K3vft^t>££rAL£, 
[sn*»ftt4fc*©^a] 

[0010] 
[0011] 

titattsx ^M5tf^J -cab £ o 

[0012] 

fffEiasjJtt^jt±, < t i>7km$.r 5 y&mmma i xf/ttz\±*v- hmx$>z z 

[0013] 

mm } ) *° y - a k»a $ n^BuiE s ? v&it&ymp, v&it&yw 5-25 

%X^£tiX^2> Z ttftfti L^o 
[0014] 

[0 0 15] 

tblE#2 004-3009897 
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[0016] 

hu 12 o # y - a ti , ^e^Fr-mf t^^-s tcj; (9 ftta $ n o *° y - a s „ 

[0 0 17] 
[0 0 18] 

L/:t, < 6 3 S K^b^is J: ^M^JKj^J^^-tfTK^^S 
fiM $ 0 *° y - A £0. 1 - 0. 4 ^ <7>?LS *m-5-%> MMm £il U a ? K^-fb^ 

& js «t o r »#jsft#j3& i »iiF«3n-e-e-*t'r*t^R«i k ra-iftj£-c^ $ a£ o *° y - a «-f^» 

[0 0 19] 

1 3 y K-fk^!»o«^5ett«:ia4 1 t 1 ;ti^b^^ifo4 j ^m£ift#>Tv>& 0 - 

- 1 imm ttt^tzo jy.T> *s&w* jt#ffc'&!», 0 # y - a , x$u»/Bjti^jo 
mizwfflimwir&o 
[0020] 

H*aEi , ft<J:*iaiU», ^ttO*^ * ^tta f KM#»fc LT, 3-Mby^- 
/:tx.lf2,4,6- h'Ja - K7x-;HW < t & HB^Tf * yfta 

[0 0 2 1 ] 

-/K * v*^y >ftyn?K, ^^7'/, ^t^^D-;K N,N' -If* 
(2-tFn^y-l- (tF'n^y^f^) -if;i/) - 5- C [ (2-KKn + i/- 

1 -t^v ybf;u) -7?y) -2,4,6- h 0 3- K-i,3--^y-tfy- y*my7 5 

[0 0 2 2] 

-g-^ftbo 3 ^7 Km^fb^ kit, vr h 0 y-r >i ; vr h y^- Ft fv^a ; ^ 

5 y>7 h'J/x-F ; r-tr b 0 J: tf-to pTvtttiS ; yVo h y*& ', 3 

-^5 K, 3-vVn'5 Kth'J^Av ^ 5 y 3 - y^5 K> 3 - VMBMlS «£ tffO 
oT^ttia ; 3 - K ^ A^ ; 3 - K tf 7 -b ? h 3 — K — 2 — kf 0 K>-N -ftBI, 3, 5- 
v 3 - K- 4 - fcf 'J K > - N -fflifl* (3 - K M 9 -t y h ) ; frlE^O yxffryt-^ 
Ai& ; ^t^Al ; y h 0 yM >m& i c^-e^ia ; ^•b77A|, ^ * 

y ^y^^i^-e^eopr^liia ; fn/vx- Ft b'i ?a, >f *jJ?^- Ft h 0 ^a 

[0 0 2 3] 

ttiiE# 2004-3009897 
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[0 0 2 4 ] 

^>1£3y Kffc^-Ctt, IWJ-3-7 K^Jg<7)^f^iJ^P^LT^^#:0^^f^ ? fg:V^c^ 
tc gitJE £ £ tc j&T $ -£ £ f iJ £ S o 
[ 0 0 2 5] 

mm (?>&5-&m& x tmm±<z>&m tsac^ # k is^-r & - 1 &x & & 0 

K^%<7)5~95@a%, dtS L< tt5-90«fi%> 4 •) Sf i L < tt5~70«*%T* & c 
if# tc a *■ * y-t Mb L 7t «; *° v - a oyf^fcit £ P*ih-r * k <± , 'J *° V - A 1*1 

C»A$nfc3 7 K^f(Olii, y hMt^05~25K*%, »JL( tt5~20« 
i%-C*SiH ? IiL^ 0 XH4«/Bii§^JKi3^T, 0 *-y-A|*jg|Uc£:f£05~25 
(ifcl45~20Jt*%) <7)#J^-T^A$n7t3 y Kfb^-e*ti{i\ ^l)75~95K 
fi% (Z tz (480-95®*%) ^^SUsKv-A^W^tt^tfciK^iEtti-r&itillStW 

n te^-e § £ o L/:fot, 3 y K-fb^-t? * * y-t Mb L y *° v - a cd mM&^i^ X 

[0 0 2 6] 

'J y - a 

»AU«fi?^o *fkm<D&&Mits mmn<7)i&mmm&&mznfzi) *°y 

>^iI^ioTv^ 0 #^^tL^M*ffiaH4^«#1-^^A6tc^t £;M&E PR ( 
Enhanced permeability and retention. m&&<DsCMi8 X UTOS) ^^Sr^fe C 

# ic a, y # v - Aff,t<7)^7E-ft-fo x imxmn<oGkw&fe& t^r>mm 

[ 0 0 2 7] 

mw?-rrj >7&xv s mmM?-r-T<< yy^-ftii>3gi§.zti2>o m^ix. y*°y- 

-j ?Ky-A*iS«:Sfcv»ttH»c«|x.-5lll»f±, &aE"T ^77*^^o'§#l,^=ff *>*i&o y # 
v-AR*liioRttli, 'J &J&43 4tm»®£^x.£- K4 ijdrSo 

*ft#-f * - # * o 
[0 0 2 8] 

f;l±^-j X fi/y^>j3-^ (PEG) £*A1-£ - ttt, MMUiZZ X<Dm^Mm^f&\ 
W^nztztb, m£>xm&x$>2> 0 ^>Xj||jt*#j *v - a fcu, 

ffitCTK'j 7^4r wy^-^r v KifciiPE G £#jjn1- * * OiftL^if ^14t> ? 

^mSBffii i'CilLi^o ^X^f^Jtt, 5EHr*Kt£tw*«-rs i t * < , SiJf^ffl^H 
^L-Tzmtz*) tfv-AtffrffiZtiXfamzfflmZti&o z\<DZ tttU *°y-A*lSft1-^> 

o it^%Sf47K^i4o3 y Y7hit^m^\ie.m-fhtztb, nmzm&Lxm^frizfiLtpbzffi 
mzti&o z<Dtz*bmzwfa\z'gzz>c\t\zxhm>^, m^^wmm^t^m±x^^ 

o 

[ 0 0 2 9 ] 
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[ 0 0 3 0] 

13 'J >Igi3 J; y*/ £ tz fit! JB9trif$F 3 L<ffiffl§*t4 0 
[ 0 0 3 1 ] 

Sl/->f>, y* U v f - > is J: i it - ft <b o*3R^Un%> *SMfc» * # tf 
-5 £ § * o 

[0 0 3 2] 

§EcO*^7 7f y^^'J'/, *X7 r f y^-fc 'J *^7 rfy>^/yH)K *y 
7 y* U -fen — ;k *X7rf y y - ^ 7 5 > , y 7 y 7 jc ij 

J: y)%bti%>*A 7 rf- y'y§, yV^;^ Mm77fy>3'jy (DPPC) , y'7 
f7n^m7rfy>3'J'/ (DSPC) „ v 5 'JX MJ^*^7rf v ;i/ a 1 j > (DMPC 
) „ ■>'tl/^i'*X77fy>3^ (DOPC) „ h^;p*X7 7fy>^ , J-bn 

(DPPG) , y^f7D^WtX7 7fy)Hr l J> (DSPS) . •/^f7 0^k*^7 7 
f- v;l/y*'J -bn-;w (DSPG) > vV^;i^ K^*^77f yH/y (DPPI) , 

y^f7o^^777fyJMyyF-^ (DSPI) > yV^5 h>f ^*X77fyyS 
(DPPA) , yXf70^^77fy>l (DSPA) ta t^m^f & £ t £<> 
[0 0 3 3] 

iii^^'JyiSaif, 2ia±tfflLtU^o 7trtfL2« 

V ^IS^tfflt^l^, fifiJrki: Ltltt, 2 0 0 : 1 -3 : 1 , jtfJKttlOO : 

1-4 : l % x <o ifti L < (i 4 o : 1-5 : l x~ih& 0 

[0 0 3 4] 

til iLT(±, v#*yy hy^y^'Jt'J K, hy^y^'J-fJ KE^^yy 

y hy^-t7^ K, 77" yy-'Jt v KG7, # y^'Jt > KG6. # > y* 'J * v KG4 & CO 7 7 
[0 0 3 5] 

l/^rn-;i/x^f iV, y -f Mfn-^, v Mr n-ji/, y -f- y'vy x o - ;k 
a:77D-)K ai^yyy— ;k 9 y 7 r-n — )Vt fzlt 2 , 4 -vfc Kn 9 y y-f-n — )V 
^ 7; r n - ^ t^sf (f ^ n S c if:l-0-Atn-j^'j^yF, 1-0 -y 
y-u-)V-7)V Y v Kifcli 1 -0-y fn-;i/**7^ h v v>ofv:Xf n-^if #i 
<; *°y-AcD^ftK^7^&&C t^75$tLTV^ (#^^5-245357^^) 
Xrn-^fffliHT, :yj)&jU *;wz*tLT0.0l~0.5^e;K $fiL<ti0.05 
-0. l^e^oiij^-^i Lv> c o.oi^e^J: 0 ^&v^^^H«^7>i$:tt£[6J±£-*£ t v> 
9 y f n-;^$»ffl^» £ft1\ 0.5^;vi 

[0 0 3 6] 

»j ^y-A^it><7)n kXfn-Wi, 7^^1/y^^v K^AfflO 7 > 77 - K & * 

77-H(i, Mf|07;Kl/yi, t^y7/^l/>M^ffl^. #^¥09-3093-^^ 
#fc(±, * l Jt*y7^4rl/yi^5gi: > »«t<tt^cr> mfigttttKJ 

«t ») s TE-ft-r ^ - 1 # . v # y - a <dt&j&wl» t l rf uffl -r * c t # * mw* = 

miiE#2 004-3009897 
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y 7, t n - ;i/ff MWffTft^ £ tiT & 0 
10 0 3 7 ] 

[0 0 3 8] 

#i&93-cf±, #>j7^i/>**->K (pao) »i^j±«iiaoi6**"t& >u&Ki 

ttlWrtife^jffllia-eiitK £ ttT L £ 9 <b ^t:*!^, i o <J *° y-Agff 

^,^*"ijxf 1/>^'J 3-^ (PEG) £L i-^r*>*>- (CH2CH2O) n-H^2»A1" 

t^^flTV^ (fctxJf, tfi? 1 - 2 4 9 7 1 7-5§-2r#R, FEBS letters, 26 
8, 235(1990)) o 
[0 0 3 9 ] 

7^4r y * v Kift (-f'J^^yr;^ y yfl) £ fcti P E G $1 & 'J *'v-AS 
vmxh & ) afrfcjFJWft-e # & o & & w± <; # y - a j&*SfcfcW«[fij & - K i 0 ifo. 

(Biochim. Biophys. Acta., 1066 , 29-36(1991)) 0 
[0 0 4 0] 

£200nmW_tKA# < iy JffJUKupf ferjWfl&^Aftffl «t (9 &^ri»KJR 0 ii* ti&nifc 
[ 0 0 4 1 ] 

izmt 15 k< < t^-c^*^*, PEG^v^v-Aowt^^Wo peg 

Plni - ^ - 1 3&*-C# &o PEGiLT, * * v .xf- U yi?Mi7!> ? 10~ 35000*° V if- I- > ^ 
i) u-)V1)mMX$>Z>o i/:PEG^ffflt^^«fflI(±> f'J'fV-A^Mt^ 
iSi:^L-C0. 1~30KS%, Sf* L < lil~15K*%eft^tr©**J: v> 0 
[0 0 4 2] 

1; *-y-A©p e Git«y <&£ncoj£«fijffl-r&- t^-c^^o p e G^is^-r^ry 
ffcKU ^7> tf-K^ttftP E G£*££-$-t±-c& £^0 *°y-A^Mic#A 

Oii^$^i:iL/:PEG^'J y US «; #y- AflMcjSfrfc Ltt 

*-c';#y-A*ftjH-r&ifc itiio 

[0 0 4 3] 

±|EPEGtyft^ f 9. WWJTJ^l'^t^yKS^ - (AO) n -Y£'J*° 
y-AtiS(;iALtUv>o £ - "CA 0 tetkmWt 2 - 4 tf> * * -> 7 ^ * y 3£ £ S U 
nf±*^r->7;i'*U'y^0 2 F*^#tHI J E^»["C, 1 ~ 20004) -6 0 Y (3\ tKSRM^. 

[0 0 4 4 ] 

ttJfiE#2 004-3009897 
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y^, 1 -xf^xf l^y^, **">-l, 2 - v> f ;i/xf y^& tr#*#lf 

ibix^o £*i&*>:** v7i^ uy&{±. xfi/m'>K, -fv fc? l^>t^y h\ 

-b * y , 1 - 7'f >t + y|-\ 2 - 7r h\ x h7t Kn7 7>^ <h"<7) T W 

y * * v k s-^snm-e- $ *ttzmx~h& „ 

[0 0 4 5] 

n l± 1 - 2 0 0 0, £t£ L < (± 10- 5 0 0, £ <b L<1± 20-200 <DsEWlX* 

[0 0 4 61 

n^2W±0^, t + vT^^U^lOtifi, ra — CO fco-eti4S J: 

v K»^a*tt«:ft^i-**^, AOhLtlixf + v F##it*# 
flnLfctoWt L< . n^i 0tt±oi«iL^ o ^9M4 4 7 

[0 0 4 7 ] 
[ 0 0 4 8] 

5fe3S r«fifett^ K J * Lt^^*''J7;^i/>t*y K&rt* HJ&ffc $ ti tz >; *° v 
[0 0 4 9] 

(±, 'J^y-AlMWMit^a, 0.001-50^6^%. fcF i L < {±0.01-30^;^ 
%, J: Oftfi L < tiO. l~10*^%t?*)So 0.001 ; 6^%*^T*{±^#$ *L*&*j&VhS < 

[0 0 5 0] 

*o tf'J T^^r l/yt^y K3&*<S-&i-*T y 77 - (fci xJ±*=r UTs x n - 
[0 0 5 1 ] 

**vK (PEO) If^^^^-^aoT'J *°V-A£^fi-r^<7)7) ? J:v^ 0 ifuiti, 
7 rfy>x^;-^7 5 ^i^-f'jxf l/Vi + y K (PEO) fS##, /ciifiv 
Xt7n^ ;i/*7 7 rf-^y^x^; -^75 > *°'J J-f- v K (DSPE-PE 
0) J&^fcV^ofcUEft'J >IS®**«*$*t7t (fl¥7 - 1 6 5 7 7 0^-^) o $ S> K 
#Hf 2002-3788 3-^#K»i, JflL^ap^tt^rffiifefc^iSttW^^ft'J #V-A 

tBIE#2 004-3009897 



2 0 0 3 - 3 9 2 6 7 9 ^- v I 8/ 

[ 0 0 5 2 ] 

?&*#v> (#ga¥6-8 0 5 6 O-^&fR) o ^(DtztbFftHHLir & 'j-f y-Aoii> ttti:6 

?nn*w ( y'^n^rA xf^x-fJK iMffc^, M^^K -y**-»f> 
, THF&fc-i £ &K#&*-Ci§JS. il^t-*i£*=J: »Jilt!l5*fCv»S 0 |f§§t£^«£M 

p d p(±, ^r*«^«4:^-cv^ 0 fUfcOJtMI, #tc^n^W«*«E*i 
[0 0 5 3] 

AV, B#EE2Jj&*73.8 barfcJttfcWSfcv***- < , M4^*ia#LTUfti:** 
•e* *) > HS^HSaEfr^ffiT?^ UAft § -6 * £ £ ^ o IS <t SFai-C* * o $ <b 

[ 0 0 5 4 ] 

L< liaEBt^ntt-ffc^S-ttfflLT'JaKy-ASrftllii-**^ lEiSIl 
[0 0 5 5] 

13 it, 50-500kg/cm 2 , flPi L < (±100-400 kg/cm 2 1;- 0 i/:ff«iSSM<OlM 
^*^y.OSJ$£ LTIi, 25-200°C, L < {±31~100T\ £ «b .KSfi L < f±35~80°C 

[0 0 5 6 ] 

* > KWJ y|&K. ^'J7;^U>t*yKSS-tt*ft^ *"'Jxfl/> 

, ±|BU SJOLT, «9$T. »»t-6o Cr±ie*»Jft#J 

aj|E# 2004-3009897 
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'J *° y - a OMRIH5^07Kffl (ir ta t> *> B 0 *° v - a 75 ? 5tift $fttv>4 tR1M#) K & 

-hitm) tf&itix^Zo o #y-AjRrt«t-<>±iE7K»iS^A$*irv»*fcie>, a 
& i§g * g-c , <o x jtt^j tfmm £ n & 0 

[0 0 5 7] 

ft fc*«igai£'£Jfi t^tt*o*j|tto»**af i < 0 *° y - a tc$t At & 

[0 0 5 8] 

^<b, 0 * 0 y-AH)jtRSa^^LTjg^^mSJtT-'; *V-Arti:»AU^4o £<b 
>; #V-A$><Dik%>%Bn<DUW&fc&li, 0 *°y-A7& ? ii#50~300nm<^>f^^-e^) 

r>> 3IKfl9^i*S:ltt?*Sifctcj:ortH<9^Tv»* 0 i#R<*> 'J y - a «\ ^Sttc 

■J >HISrii^lo©ii: LT^^,i (unilamellar vesicle) "Cfl*J£ £ *L& 0 *V - A 
rUKWtCj fcti, ttTW^^^I (Freeze fracture ) 

<t z^MmmT-mum. (tem) mmiz&^x, i^yo tj^m^i^xomt irgft^n 
#E<e>e>*i*<><0«: \%mm tm%.Ltz 0 *fkw<Dx&&&Mizjs^x, zoxizi 

L < (± 9 0 %jy.±^tf & (7)T^ -6 o 
[0 0 5 9] 

"Ctt, (multilamellar vesicles; MLV) 7-A^^^fJ^ 

-c#£-f&>i ttf ? #v> 0 %<Dtztb. -tScJUO *°y-A<oJt^£i^#££*M;{i. iS^i&fc 
SH*l"f *3&», — ^?L-f >f X©7 ;i^-Kjil-&£- o^fi^S bi<z<&mt LX^tzo i*fc 
I'j^v-Att, ML V fcJttfcLT, 'J*y-A©m &w-f& 

[0 0 6 0] 

— ttJR'J #y-A, i v^-ftl 'J * V - A "C* 4 L U V (Large unilamellar ve 

islcles) »i, #M 0 *°y- AtCjt-<T, § V^ASS £tt^1" & <?: ^ ^IJjSC* 1 * & 
o ^S&WOjfiJ&ajKttJH-fS 0 #y-Ali, ©#3^200- lOOOnmOL U V t, t£S^50nm 
*?PtO/h£v>— #§10 sKy-AT*£ S UV (Small uni lamel lar vesicles) tOffUflC 

fiitSo z<Dtz*b, m$mni> s u v «t < * o , 3-)f»», #^-^143 
-> K^^#t/o ^7 rasp, ftttit rt&a* t > &i£"t* «t o ^mmzmr^fz i> <n 

[0 0 6 1 ] 

ttllE# 2004-3009897 



mm 2003-392679 



10/ 



£ V#y-A£^tr$Hfc?ft*3MSU -e?>f£TO LtzWWZ U U Z0>U-# 
> 4- «?«a«-CR«t & - £ (3M£tt& T E Mv£) <t «9 iffljei" £ £ t ri ? T- # & 0 - - 

1-&£J&j8L2tiZ l ) *° V - A jfigfi/h $ < & o ffcjR-T -6 *° y - A ©fi:&5M& Zl^m 
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